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In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter I) instead. 



3. This report contains indications relating to the following items: 





Box No. 1 


Basis of the report 
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Box No. n 


Priority 
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Box No. m 


Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 
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Box No. rv 


Lack of unity of invention 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
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1 . This opinion contains indications relating to the following items: 

B Box No. I Basis of the opinion 

□ Box No. II Prfority 

□ Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 

□ Box No. IV Lack of unity of invention 

B Box No. V Reasoned statement under Rule 43b/s.1 (a)(i) with regard to novelty, Inventive step or industrial 
applicability; crtations and explanations supporting such statement 

□ Box No. VI Certain documents cited 

□ Box No. VII Certain defects in the international application 

□ Box No. VIII Certain obsewatlons on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
wntten opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
Intemational Bureau under Rule 66.16/s(b) that written opinions of this Intematlonal Searching Authority 
will not be so considered. ' 

«nKmi?f *"Jh " id'ca® P^°1^®^ ^*^?vf . considered to be a written opinion of the IPEA, the applicant is invited to 
subrmt to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
whtehLUT'exS^ ^^^"^ PCT/ISAe20 or before the expiration of 22 months from the priority date, 

For further options, see Fomn PCT>ISAy220. 
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Box No. I Basis of the opinion 

1 . With regard to the language, this opinion has been established on the basts of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide andA)r amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of : 

a. type of material: 

□ a secfuence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filingyfurnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished sut)sequentty to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing andA>r table relating tiiereto 

has been filed or fumished, the required statements that the information in the subsequent or additional 
copies is Identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 
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Box No. V Reasoned statement under Rule 43^/5.1 (a)(i) with regard to novelty, Inventive step or 
industrial applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-40 




No: 


Claims 


41-45 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-45 


Industrial applicability (lA) 


Yes: 


Claims 


1-45 




No: 


Claims 





2. Citations and explanations 
see separate sheet 
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Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 : WO-A-03059376 (Yeda Research & S Haggiag), 24 July 2003; 
D2: EP-A-0 006 035 (Natl. Res. Dev. Corp.), 12 December 1979; 
03: WO-A-01 04276 (Universite de Liege), 18 January 2001 ; 
□4: Blood 94 (3), 1 August 1999, pages 923-931 ; 

□5: Eur, Cytokine Network 8 (4), December 1997 (1997-12), pages 359-365; 

D6: Cytokine 14 (6), 21 June 2001 , pages 334-342; 

D7: J. Immunol. 168 (7), 1 April 2002, pages 3608-3616; 

D8: J. Chromatogr. A 952 (1-2), 2002, pages 99-1 10; 

D9: Trends in Biotechnology 20 (8), August 2002, pages 333-337; 

□10: J. Chromatogr, A 908, 2001 , pages 251-263; 

D1 1 : J. Chromatogr. A 81 4, 1 998, pages 71 -81 . 

1) 01 discloses the use of pure IL6-IL6r chimera in nerve cell regeneration. In the text 
allusion is made to the fact that this hybrid protein has been purified using affinity 
chromatography (Example 2). The process in question is alluded also in D4 and 
disclosed in D5 (see section Materials and Methods). D2 and D3 disclose the 
purification of two different beta-galactosidases from different sources. D6 and D7 
disclose the use of affinity chromatography to purify IL18BP. Therefore claims 41-45, 
referring to a protein of this sort purified with the use of hydrophobic charge induction 
chromatography (HCIC), are considered not to be new under Art. 33(2) PCT, It should 
be considered that a new purification method does not automatically confer novelty to a 
known product obtained through the method in question (product-by-process claim), 

2) D8-D1 1 disclose the purification of several proteins by HCIC, including antibodies 
and non-antibody proteins. The difference between the above documents and the 
present application consists in the fact that HCIC is used for the preparation of non- 
immunoglobulin proteins containing immunoglobulin-like domains. The applicant has 
provided functional tests demonstrating that HCIC can indeed be used for the above 
purification. However, when the skilled artisan considers this form of process, two 
things become immediately evident. The first is that HCIC is an election method for the 
preparation of antibodies, thus by definition proteins containing immunoglobulin 
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domains The sea)nd is the fact that the use of HCIC can be generalized to several 
other proteins and enzymes (see especially D8 and D10). The first evidence would 
induce the skilled person to try and use HCIC for the purification of proteins having 
immunoglobulin-like domains. The identification of such proteins is no longer a problem 
since the different sequence data bases offer the practitioner complete knowledge of a 
g ven sequence and can compare it with any other sequence. Thus the identification of 
. iL^'r T."^ -mmunoglobulln-nke domains would require no undue effort from the 
skil ed artisan. The skilled artisan, moreover, would be immediately be induced to try 

mS^o°„"h^« * f f ^"^""^^y ^^^^^«'"y °f the method, which can be 

used on different classes of proteins beyond antibodies (D8 and D1 0). On the basis of 
these considerations it is considered that claims 1-40 are not inventive under Art. 33(3) 
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